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AMENDMENT AND RESPONSE TO OFFICE ACTION 

In the Claims 

1-20 (piievjously canceled) 

21. (presently amended) A An iinpfoved method of detecting changes in the 
expression of genes pBBociat e d with a particular atato. diseaso or diaordor in a microarrav. 
wherein the genes comprise an E-box regulatory sequence, or encode proteins or cofactors that 
bind to the E-box regu}atorv sequence, the improvement c omprising 

a) providing an array of g e n e s - comprising an E box in e gulatory acquenee - in 
its promoter or intoracting with a gene binding to the - E box r e ^laton ' oequCincQ a set of Primers 
for reacting with a nucleic acid sequence in the genes in the microarrav. with the sequences 
having a len gth of between 480 and 700 base pairs and a melting point of between 75 and 85°C: 
and comprising a non-consensus sequence so that there is no detectable hybridization with 
homologous sequences : 

b) providing a reacting the set of primers for uso - in detecting changoa - in 
e Ttpr es Bion of g e nes c^aiprioing an E bo ifr ro g uktoiy scquonoo i n it s promoter or int e racting - with 
a g e noibinding to th e- E box regulatory a oquonce hoving n - longth betwe e n 480 and 700 base pai ra 
■ l e ngt h and a molting point botwoon 75 and 8 5°Crwhoroin the primers include non conGonouo 
a oquenco v . 'jth pr o tein coding a o quoHc e bo that - thom io no det e ctablo hybridization botwoon 
homologous ganc fl- comprisina Q label with the genes to amplify the nucleic acid sequence to 
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c) providing the array of ganoo comprioing an E bojii r a gutotory - 3 e gH e n€ e4 n 
)r intoniotinfi with a gene binding to the E bo - x - rogulatory ooquonce ond goquonees 

s aoaooiat e d with a particular otato r disens e or disord e r ftirth e' F e 
houo e lceeping g e nes whooo ' OX ' pr ea sioii dooo not ohango a ignificantly as tho otoh 
diaord c M- ohani^es arraying the amplicons produced from the reaction in step fb) onto a solid 
su pport ; and 

d) reacting the j^HiHm amplicons with tho ganoo a labeled probe comprising 
all or a portion of the non-consensus sequence; and 

el detecting levels of hybridization between the amplicons and the labeled 
probe, thereby detecting levels of eene expression. 

22. (ptesendy amended) A The method of claim 21 for screening for differential 
expression of one or more E-box regulatory genes or genes interacting with genes binding to the 
E-box regulatory sequence, comprising: 

a) providing a first librar y of genes_ associated with a particular disease, 
disorder or state, 

b) providing a second library of PNA of jienes obtained from cells having a 
different state or expressed to a compound to be tested, 

c) detecting or measuring expression of selected genes in the first and second 
library using the method of claim 
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d) comparing the expression of the selected genes in the first and second 

libraries, and 

e) detecting which genes have altered expression in the second ©NAr library. 

23. (presently amended) The method of claim 22 wherein the state is selected from 
the group consisting of age, cancer and diseases or disorders of the cardiovascular, neurological, 
and musculoskeletal^ systems. 

24. (original) The method of claim 22 wherein the compound is a drug or toxin. 

25. (original) The method of claim 22 further comprising normaJixing results of 
expression by comparison with levels of expression of h ousekeeping genes. 

26. (presently amended) A The method of claim 21 for determining the effect of a 
compound, disease or state of an individual comprising: 

a) providing a DNA library including one or more B-box regulatory genes or 
genes that interacting with genes binding to the E-box regulatory sequenc e, wherein the genes 
are obtained from the individual after treatment of the individual, cells or tissues derived 
therefix)m with the compound or a particular dosage regime of the compound, 

b) screening the library for changes in levels of expression of the selected 
genes using the method of claim 21 . and 

c) correlating the changes in expression with the state, disease or disorder 
prior to treatment. 
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27. (original) The method of claim 26 wherem the cells or tissues are treated with 
one or more compounds in vitro prior to making the DNA library. 

28. (original) The method of claim 26 wherein the compound is selected form the 
group consisting of proteins or peptides, sugars or polysaccharides, nucleic acid molecules, and 
synthetic molecules. 

29. (original) The method of claim 26 wherein the library is derived from cells 
obtained from an individual of a particular age, having a particular disease or disorder, or derived 
from the neurological system, the cardiovascular system, the musculoskeletal system, or 
cancerous tissues. 
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